A new case of regression of the CTG copy number in the myotonic dystrophy allele was observed in a 7 year old boy. His affected father had an expanded allele of about 100 repeats in his lymphocyte DNA while the child showed a 60 repeat allele, of the same size as that present in the grandfather. Analysis of the father's sperm DNA allowed us to detect an expanded fragment of approximately the same size (62 repeats) as that present in the child's and grandfather's lymphocytes. This fragment was not detectable in the father's lymphocytes. Thus the regression is constitutive in the child, being already present in his father's germline. It is therefore likely that the regressed allele is present in all the tissues of the child, allowing a favourable prognosis.
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Materials and methods

PEDIGREE
The proband of the family shown in fig 1 (II 1) was a 38 year old man, diagnosed as affected according to the published criteria for DM,`0 who requested genetic counselling for his son. The brother of the proband (II3), aged 21, was also affected with definite DM in a more severe form. The parents of the proband (I 1 and 12, aged 57 and 66), without any clinical symptoms of DM, gave consent for genetic analysis but refused to undergo clinical or other investigation (electromyography and slit lamp examination). The proband's son (III 1) was a 7 year old boy with a negative neurological examination (absence of clinical myotonia in grip on percussion of thenar eminence or tongue or muscle weakness). The child has not been subjected to electromyography and slit lamp examination because genetic analysis is more accurate and less invasive, while penetrance of the DM gene is low before 10 Here we report a case of regression of the CTG copy number from about 100 repeats in an affected father to 60 repeats, in the protomutation range, in his 7 year old son. The reduction detected in the subject could be the consequence of a meiotic event in the father's germline. Alternatively the regression present in the child's lymphocyte DNA could have occurred in the early stages of development, as a consequence of mitotic instability. Consequently he could carry a more severe expansion in other tissues. In order to investigate the origin of the triplet repeat reduction and to provide more accurate genetic counselling for this child, the CTG copy number was analysed in the father's germline.
MOLECULAR GENETIC ANALYSIS
Chromosomal DNA was extracted from peripheral lymphocytes and sperm according to standard procedures.'3 For Southern blot analysis, 5 jig of DNA were digested with the restriction enzyme EcoRI following the manufacturer's instructions (Boehringer), run on a 0-8% agarose gel, and blotted on a nylon membrane (Hybond-N, Amersham). The filter was probed overnight with a 32P radiolabelled 1-4 kb fragment from cosmid MDY1' (a 
Discussion
The new case of regression of the DM allele reported here presents some special points of interest. Several previous families showing cases of regression have been documented.'9 Four cases had regressed to the normal range. Among the other reported subjects the regressed allele remained in the expansion range that is generally associated with the presence of serious clinical symptoms.
The contraction described here of the number of repeats falls in the protomutation range. This kind of reduction event, though not previously observed, has been hypothesised to be one of the mechanisms allowing maintenance of the DM allele in the population.5
Genetic counselling is difficult in this case. The reduction of the unstable sequence could be the consequence of a regression of the CTG triplet which occurred during the transmission of the DM allele from II-1 to III-l; however, a mitotic event restricted to the haematopoietic tissues of III1l cannot be excluded. If the reduction in size of the CTG element in III 1 occurred during the first stages of embryogenesis this subject could be a mosaic for reduced and enlarged fragments, with the risk of developing serious symptoms if an increased copy number is present in tissues involved in the disease and the risk of having affected offspring if a large expansion is present in his germline.
To discriminate between a meiotic event in the germline of II -and a mitotic one in the first stages of development of III 1, the length of the unstable triplet was analysed in the father's germline. In a previously reported case of regression to the normal size range, the regressed allele was not detectable in the affected father's germline. 
